Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of claims 

1-34. (Canceled) 

35. (Currently Amended) The A method of claim 22 whoroin A is 
(GHa) frC = C(CHa )e- for treating a condition responsive to JNK inhibition, comprising 
administering to a patient in need thereof an effective amount of a compound having the 



A is -(CH Z ),, C= C(CH z y ; 

Rjjs aryl, heteroaryl or heterocvcle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from 



is -R z , -Ra, -(CH? )a ,C(=0)Rs. -(CH9^C(=0)ORs, -(CH z ) ,C(=Q)NRsR*, 
(CH 2 ) aC(=0)NRs(CH7\C(=0)R^. -(CH? ), ,NRsC(=0)Rfi, 
-(CH z ^NRsC(=Q)NR^ R 7 , -(CH 2 kNRsR* , -(CH^ORs, ~(CH z ),,SO,/Rs 
or -(CH9 )/ >SQ7NRsR^ 
b and c are the same or different and at each occurrence independently 

selected from 0, 1. 2, 3 or 4; 
d is at each occurrence 0, 1 or 2; 

R^is at each occurrence independently halogen, hydroxy, carboxv, alkvl, 
alkoxy, haloalkvl, acvloxy, thioalkyl, sulfinvlalkvl, sulfonylalkyl, 
hydroxyalkvl, arvl, substituted aryl, arylalkyl, substituted arylalkyl, 
heterocvcle, substituted heterocvcle, heterocvclealkvl, substituted 



structure : 




or a pharmaceutically acceptable salt thereof, wherein: 
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heterocvclealkvl, -C(=Q)OR s , -C(=Q)Rs, -C(=Q)NRrRq, 
-C(=Q)NR r ORq, -SO z NR sRq , -NRsSO z Rq , -CN, -NO z , -NRsRq, 
-NRsC(=Q)Rq, -NR r C(=Q)(CH9 )i t ORq , -NRgCf =Q)(CH z )i>Rq, 
-Q(CH z ) / ,NRsRq. or heterocvcle fused to phenyl; 

R^is alkvl, arvl, arylalkvl, heterocvcle or heterocvclealkvl, each being 

optionally substituted with one to four substituents independently 
selected from R^, or R4 is halogen or hydroxy; 

Rs, R*and R?_are the same or different and at each occurrence independently 
hydrogen, alkvl, arvl, arylalkvl, heterocycle or heterocvclealkvl, 
wherein each of Rs, R« s _and R^are optionally substituted with one to 
four substituents independently selected from R z ; and 

Rsand Ro^are the same or different and at each occurrence independently 
hydrogen, alkvl, arvl, arylalkvl, heterocycle, or heterocvclealkvl, or 
Rg^and Rotaken together with the atom or atoms to which they are 
bonded form a heterocycle, wherein each of R s , Rq, and R^and Rq 
taken together to form a heterocycle are optionally substituted with 
one to four substituents independently selected from R z . 

36. (Currently Amended) The method of claim 22 35 wherein Ri is aryl 
optionally substituted with one to four substituents independently selected from R 3 . 

37. (Currently Amended) The method of claim 22 35 wherein Ri is 
heteroaryl optionally substituted with one to four substituents independently selected from 
R3. 

38. (Currently Amended) The method of claim 22 35 wherein Ri is 
heterocycle fused to phenyl optionally substituted with one to four substituents 
independently selected from R3. 

39. (Currently Amended) The A method of claim 22 wherein R^ 4s— 
(Ga^ hC( = 0)TU for treating a condition responsive to JNK inhibition, comprising 
administering to a patient in need thereof an effective amount of a compound having the 
structure: 



3 
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H 




or a pharmaceuticallv acceptable salt thereof, wherein: 

A is a direct bond. -fCH?y. -(CH ? yCH=CH(CH ? V-. or 

Rus aryl. heteroaryl or heterocvcle fused to phenyl, each being optionally 
substituted with one to four substituents independently selected from 

Sal 

a is 1, 2, 3, 4, 5 or 6; 

b and c are the same or different and at each occurrence independently 
selected from 0, 1. 2, 3 or 4: 

Rjjs at each occurrence independently halogen, hydroxy, carboxv, alkvl, 
alkoxv, haloalkvl, acvloxy, thioalkvl, sulfinylalkvl, sulfonylalkyl, 
hvdroxvalkvl, aryl, substituted aryl, arvlalkvl, substituted arvlalkvl, 
heterocycle, substituted heterocycle, heterocyclealkvl, substituted 
heterocyclealkvl, -C(=Q)OR s , -C(=Q)R«, -C(=Q)NRrRq, - 
C(=Q)NR « ORq, -SONR sRq , -NR s SQ 2 Rq. -CN, -NO z , -NRrRq, - 
NR s C(=Q)Rq, -NR « C(=0)(CH 2 )/ ,ORq, -NR s C(=Q)(CH z ),,Rq, 
-Q(CH? )/, NR sRq , or heterocycle fused to phenyl; 

Rs, R< s and R^are the same or different and at each occurrence independently 
alkvl, aryl, arvlalkyl, heterocycle or heterocyclealkvl, wherein each 
of Rs, R^and R^are optionally substituted with one to four 
substituents independently selected from R^ ; and 

Rg^and R^are the same or different and at each occurrence independently 
hydrogen, alkvl, aryl, arylalkyl, heterocvcle, or heterocyclealkvl, or 
R^and Retaken together with the atom or atoms to which they are 
bonded form a heterocvcle, wherein each of R « , Rq, and R^and Rq 
taken together to form a heterocvcle are optionally substituted with 
one to four substituents independently selected from Ri . 
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40. (Currently Amended) The A method of claim 22 wher e in R^4s— 



^€Ha4i >C(=0)NR sR6 for treating a condition responsive to JNK inhibition, comprising 
administering to a patient in need thereof an effective amount of a compound having the 
structure: 



A is a direct bond, -(CH?y, -(CH? )* CH=CH(CH Z y, or 

-(CH^ . O C(CH9>: 
Rqs arvl, heteroarvl or heterocvcle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from 

R, is -(CH9^C(=Q)NRsR^ 
a is 1, 2, 3, 4, 5 or 6; 

b and c are the same or different and at each occurrence independently 
selected from 0, 1, 2, 3 or 4; 

Rjjs at each occurrence independently halogen, hydroxy, carboxv, alkvl, 
alkoxy, haloalkvl, acvloxv, thioalkvl, sulfinylalkyl, sulfonvlalkvl, 
hvdroxvalkvl, aryl, substituted arvl, arylalkvl, substituted arylalkvl, 
heterocvcle, substituted heterocvcle, heterocyclealkyl, substituted 
heterocvclealkvl, -C(=0)OR « . -C(=Q)R « , -C(=Q)NRsRq, 
-C(=Q)NR « ORq, -SO?NRs R q, -NRgSO?Rg, -CN, -NO?, -NRkRq, 
-NR«C(=Q)Rq, -NR « C(=OXCH z ),ORq , -NR « C(=QyCH^,Ro, 
-0(CH?^NR «R q, or heterocvcle fused to phenyl: 

Rs, R^and R7_are the same or different and at each occurrence independently 
hydrogen, alkvl, aryl, arylalkvl, heterocvcle or heterocyclealkyl, 
wherein each of Rs, R^ and R7_are optionally substituted with one to 
four substituents independently selected from Ri ; and 



H 




or a pharmaceutical! v acceptable salt thereof, wherein: 
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Raand R^are the same or different and at each occurrence independently 

hydrogen, alkvl, aryl, arvlalkvl, heterocycle, or heterocvclealkvl, or 
Rs^and Rotaken together with the atom or atoms to which they are 
bonded form a heterocycle, wherein each of Rs, Rq, and Ra and Rq 
taken together to form a heterocycle are optionally substituted with 
one to four substituents independently selected from R^ . 

4 1 . (Currently Amended) The A method of claim 22 wherein R^ 4s— 



<4SHa4NRsC(=Q)R* for treating a condition responsive to JNK inhibition, comprising 
administering to a patient in need thereof an effective amount of a compound having the 
structure: 



A is a direct bond, -(CHA,-, ~(CH? )a ,CH=CH(CH9 or 

Rns arvl, heteroaryl or heterocycle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from 



R^ is -(CH^ ^ C^O^ 
a is 1, 2, 3, 4, 5 or 6; 

b and c are the same or different and at each occurrence independently 
selected from 0, 1, 2, 3 or 4; 

Rj_is at each occurrence independently halogen, hydroxy, carboxv, alkvl, 
alkoxy, haloalkyl, acvloxv, thioalkvl, sulfinvlalkyl, sulfonvlalkvl, 
hydroxyalkyl, aryl, substituted aryl, arylalkyl, substituted arylalkvl, 
heterocycle, substituted heterocycle, heterocvclealkvl, substituted 
heterocvclealkvl, -C(=Q)OR « , -C(=Q)R«, -C^O^NRrRq, 
-C(=Q)NR « ORq, -SO z NR« R q, -NR« SO z R q, -CN. -NO?, -NRaRo, 



H 




or a pharmaceutical^ acceptable salt thereof, wherein: 



E2i 
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-NRgC(=Q)R Q , -NR r C(=Q)(CH9 )/ >ORq. -NRaC(=Q)(CH 2 )/,RQ, 
-Q(CH9 )/ >NR rRq , or heterocvcle fused to phenyl; 

Rs, R* and R^are the same or different and at each occurrence independently 
hydrogen. alkvl, arvl, arylalkvl, heterocvcle or heterocyclealkyl, 
wherein each of Rs, R^and R^are optionally substituted with one to 
four substituents independently selected from Ry , and 

Rg^and Rq are the same or different and at each occurrence independently 

hydrogen, alkvl, aryl, arylalkvl, heterocvcle, or heterocyclealkyl, or 
Rg^and Retaken together with the atom or atoms to which they are 
bonded form a heterocvcle, wherein each of R a , Rq, and R^and Rq 
taken together to form a heterocvcle are optionally substituted with 
one to four substituents independently selected from R^ . 

42-46. (Canceled) 

47. (Currently Amended) The A method of claim 43 wher e in R+ is-^- 
triazolyl, optionally substitut e d at its 5 position with: 

(a) a C4 .-G 4 straight or branched chain alkyl group optionally substituted 
with a hydroxyl, m e thylamino, dimethylamino or 1 pyrrolidinyl group; or 

(b) a 2 pyrrolidinyl group 

for treating a condition responsive to JNK inhibition, comprising 
administering to a patient in need thereof an effective amount of a compound having the 
structure: 




or a pharmaceutical acceptable salt thereof, wherein: 

A is a direct bond, -(CH Z -(CH Z ) *CH=CH(CH7V-, or 
-(CH 2 ) jCs C(CH,V-; 
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Rjjs arvL heteroarvl or heterocvcle fused to phenyl, each being optionally 
substituted with one to four substituents independently selected from 

Sal 
R? is R4 

a is 1, 2, 3, 4, 5 or 6: 

b and c are the same or different and at each occurrence independently 
selected from 0, 1. 2. 3 or 4; 

Rus at each occurrence independently halogen, hydroxy, carboxv, alkvl, 
alkoxy, haloalkyl, acvloxv, thioalkyl, sulfinvlalkyl, sulfonylalkvl, 
hydroxyalkyl, aryl, substituted aryl, arvlalkvl, substituted arvlalkvl, 
heterocvcle, substituted heterocvcle. heterocyclealkyl, substituted 
heterocyclealkyl, -C(=Q)OR g . -C(=Q)R « . -C(=Q)NR«Rq. 
-C(=Q)NR « ORq, -SO z NR «Rq , -NR r SO z R q, -CN, -NO z , -NRrRq, 
-NR s C(=Q)Rq. NR r C(=OXCH z ^ORq, -NRgC(=Q)(CH 2 ^RQ. 
-0(CH z ) ^NR «R q, or heterocycle fused to phenyl; 

R4_is 3-triazolvl, optionally substituted at its 5-position with: 

(a) a Cj^-Cd straight or branched chain alkyl group optionally substituted 

with a hydroxyl, methylamino, dimethylamino or 1-pyrrolidinyl 
group; or 

(b) a 2-pyrrolidinyl group; 

Rs, R* and R^are the same or different and at each occurrence independently 
hydrogen, alkvl, aryl, arvlalkvl, heterocycle or heterocyclealkyl, 
wherein each of Rs, R^and R^are optionally substituted with one to 
four substituents independently selected from R^ ; and 

Raand R^are the same or different and at each occurrence independently 

hydrogen, alkyl, aryl, arvlalkvl, heterocvcle. or heterocyclealkyl, or 
R^and Retaken together with the atom or atoms to which they are 
bonded form a heterocvcle, wherein each of R « , Rq, and Raand Rq 
taken together to form a heterocvcle are optionally substituted with 
one to four substituents independently selected from R^ . 



8 



NYJD: 1560369.2 



48. (Currently Amended) The A method of claim 43 wherein 
tctrazole for treating a condition responsive to JNK inhibition, comprising administering to 
a patient in need thereof an effective amount of a compound having the structure: 



A is a direct bond, -(CH? ), ,-, -(CH9 ) *CH=CH(CH?V-, or 

-(CH? ) h C= C(CH?l-; 
Ri_is aryl, heteroaryl or heterocycle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from 



R^JsR^ 

a is L 2, 3. 4, 5 or 6; 

b and c are the same or different and at each occurrence independently 
selected from 0, 1, 2, 3 or 4; 

Rus at each occurrence independently halogen, hydroxy, carboxy, alkyl, 
alkoxy, haloalkyl, acyloxv, thioalkyl, sulfinvlalkvl, sulfonylalkvl, 
hydroxvalkvl, arvl, substituted arvl. arvlalkvl, substituted arvlalkvl, 
heterocycle, substituted heterocycle, heterocyclealkvl, substituted 
heterocyclealkvl, -C(=Q)OR « , -C(=Q)Rr, -C(=Q)NRsRq, 
-C(=Q)NRkORq, -SO^NR rR q. -NR « SO z Rq . -CN. -NO z . -NR«Rq. 



R4 is tetrazole or imidazole; 

Rs, Rf, and R^are the same or different and at each occurrence independently 
hydrogen, alkvl, arvl, arylalkyl, heterocycle or heterocyclealkvl, 
wherein each of Rs, R^and R^are optionally substituted with one to 
four substituents independently selected from R^ ; and 




or a pharmaceutical acceptable salt thereof, wherein: 



-NR « C(=Q)Ro, -NRgCr^OfCH^ / .ORQ. -NRgC^OVCH^Ro. 
-OCCH^NR rRq , or heterocycle fused to phenyl; 
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Raand Rc^are the same or different and at each occurrence independently 

hydrogen, alkvl, arvl, arvlalkvl, heterocvcle, or heterocvclealkyl, or 
Rg^and Rotaken together with the atom or atoms to which they are 
bonded form a heterocvcle, wherein each of R « , Rq, and R^and Rq 
taken together to form a heterocycle are optionally substituted with 
one to four substituents independently selected from R^ . 

49. (Currently Amended) The method of claim 43- 48 wherein R 4 is 



wherein the condition is: for treating or prev e nting rheumatoid arthritis; rheumatoid 
spondylitis; osteoarthritis; gout; asthma, bronchitis; allergic rhinitis; chronic obstructive 
pulmonary disease; cystic fibrosis; inflammatory bowel disease; irritable bowel syndrome; 
mucous colitis; ulcerative colitis; Crohn's disease; Huntington's disease; gastritis; 
esophagitis; hepatitis; pancreatitis; nephritis; multiple sclerosis; lupus erythematosus; Type 
II diabetes; atherosclerosis; restenosis following angioplasty ; left ventricular hypertrophy; 
myocardial infarction; stroke; ischemic damages of heart, lung, gut, kidney, liver, pancreas, 
spleen and brain; acute or chronic organ transplant rejection; preservation of an organ for 
transplantation; graft versus host disease; endotoxin shock; multiple organ failure; psoriasis; 
bum caused by exposure to fire, chemicals, or radiation; eczema; dermatitis; skin graft; 
isch e mia; ischemic conditions associated with surg e ry or traumatic injury; epilepsy; 
Alzheimer's disease; Parkinson's disease; immunological response to bacterial or viral 
infection; cachexia; angiogenic diseases; and- proliferative dieseases diseases ; solid tumor; 
and canc e rs or cancer of a variety of tissues such as the colon, rectum, prostate, liver, lung, 
bronchus, pancreas, brain, head, neck, stomach, skin, kidney, cervix, blood, larynx, 
esophagus, mouth, pharynx, urinary bladder, ovary, or uterine comprising administering to 
a patient in ne e d of such treatment or pr e vention an effective amount of a compound having 
th e structure: 



imidazole. 



50. 



(Currently Amended) A method of claim 35, 39-41, 47 or 48, 



H 
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or a pharmaceutically acceptabl e salt th e r e of, 
wherein: 

A is a direct bond, (CH^» , (CH^CH=CH(CH^ , or (CH^C=C(CH^ 
Rj- is aryl, heteroaryl or het e rocycle fused to ph e nyl, each being optionally 

substitut e d with one to four substituents indep e ndently selected from 

R* 

R2_-*s Rg-; R4, (CH^)^C(=0)Rsi (CH2^C(=0)OR^-; (CH2^C(=0)NR5R^^ 
(CH^)^NR^C( == 0)NR^R^:, (CH^&NRsR^, (CH^&OR^ 
a i s 1, 2, 3, 1, 5 or 6; 

b and c ore the sam e or diff e rent and at each occurrence independ e ntly 
selected from 0, 1, 2, 3 or A; 

d is at each occurr e nce 0, 1 or 2; 

is at each occurrence ind e p e nd e ntly halog e n, hydroxy, carboxy, alkyl, 
alkoxy, haloalkyl, acyloxy, thioalkyl, sulfinylalkyl, sulfonylalkyl, 
hydroxyalkyl, aryl, substituted aryl, arylalkyl, substituted arylalkyl, 
heterocycle, substitut e d heterocycle, het e rocycl e alkyl, s ubstitut e d 
hotorocyclcalkyl, C( = 0)ORg, OC( = 0)Rg, C(=0)NR^— 
C( = 0)NR^ QR9r-SOaNR«R ^, NRgSQ^R^, CN, NO^, NRg Rgr- 
NR sC(=0)R^, NR^C(=0)(C^ORv, NRxC(=0)(CH^) b R 9 ^ 
(XCH^ &NRgR g, or heterocycl e fused to phenyl; 

R 4 is alkyl, aryl, arylalkyl, h e terocycle or heterocycl e alkyl, each being 

optionally substituted with one to four substitu e nts ind e pendently 
sel e ct e d from R^, or R4 is halog e n or hydroxy; 

R^r-Rs and are th e same or different and at e ach occurrence ind e pendently 
hydrogen, alkyl, aryl, arylalkyl, h e terocycl e or h e t e rocyclealkyl, 
wherein each of R# rR s and R? are optionally substituted with one to 
four substituents ind e pend e ntly s e l e cted from R»; and 

R » and R9 are the same or different and at each occurrence independently 
hydrog e n, alkyl, aryl, arylalkyl, h e terocycle, or het e rocyclealkyl, or Rg and R9 taken 
together with the atom or atoms to which they are bonded form a heterocycle, wher e in each 
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ef-RgT^R g, and R& and R9 takon together to form a het e rocycle are optionally substitut e d with 
one to four substitu e nts independ e ntly selected from R^ . 

51-54. (Canceled) 

55. (Currently Amended) 3^ A method of claim 50 wh e r e in A is 
(CHa ) £C = C(CHa )e- for treating cancer comprising administering to a patient in need of 
such treatment an effective amount of a compound having the structure: 



A is -(CH9 ) „C= C(CH?l-; 

Rjjs arvl, heteroarvl or heterocycle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from 

R^ is -R 2 , -Ra. -(CH9 ), ,a=0)Rs. -(CH z ^C(=Q)OR^ -(CH? ), ,C(=0)NRsR*, 
-(CH 2 ^C(=0)NRs(CH9VC(=Q)R^ -(CH9^NR.C(=Q)R^ 
-(CH9^NRsC(=Q)NR^ R 7 . -(CH^NRs R ^. -(CH z U3Rs, -(CH^SCX/Rs 
or -(CH^USO^NRsR^ 

b and c are the same or different and at each occurrence independently 
selected from 0, 1. 2, 3 or 4; 

d is at each occurrence 0, 1 or 2; 

RUs at each occurrence independently halogen, hydroxy, carboxv, alkyl, 
alkoxv, haloalkvl, acvloxv, thioalkyl, sulfinvlalkyl, sulfonylalkyl, 
hvdroxyalkvl, arvl, substituted arvl, arylalkvl, substituted arvlalkvl, 
heterocycle, substituted heterocycle, heterocyclealkvl, substituted 
heterocvclealkvl, -C(=Q)OR * , -C(=Q)R « , -C(=Q)NRkRq, 
-C(=0)NR sORq , -SONRsRq, -NRkSO?R q , -CN, -NO?, -NRkRq, 
-NRsC(=0)Rq, -NR R Cf=0)(CH,),ORo, -NRsC(=Q)(CH 9 ),,Rq, 
-Q(CHr >/ ,NR «R Q, or heterocycle fused to phenyl; 




or a pharmaceutical^ acceptable salt thereof, wherein: 
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R^is alkvl, aryl, arvlalkyl, heterocvcle or heterocyclealkvl, each being 

optionally substituted with one to four substituents independently 
selected from Ri, or Rus halogen or hydroxy; 
Rs, R* and R^are the same or different and at each occurrence independently 
hydrogen, alkvl, aryl, arvlalkyl, heterocycle or heterocyclealkvl, 
wherein each of Rs, R^and R^are optionally substituted with one to 
four substituents independently selected from R^ ; and 
R^and R^are the same or different and at each occurrence independently 
hydrogen, alkvl, aryl, arylalkyl, heterocycle, or heterocyclealkvl, or R^and Retaken 
together with the atom or atoms to which they are bonded form a heterocycle, wherein each 
of Rr, Rq, and R^and Rq taken together to form a heterocvcle are optionally substituted with 
one to four substituents independently selected from Rv 

56. (Currently Amended) The method of claim 50 55 wherein Ri is aryl 
optionally substituted with one to four substituents independently selected from R3. 

57. (Currently Amended) The method of claim 50 55 wherein R\ is 
heteroaryl optionally substituted with one to four substituents independently selected from 
R3. 

58. (Currently Amended) The method of claim 50 55 wherein Ri is 
heterocycle fused to phenyl optionally substituted with one to four substituents 
independently selected from R3. 

59. (Currently Amended) The A method of claim 50 wh e rein R^ 4s 
-4GHq^C( =Q)R* for treating cancer comprising administering to a patient in need of such 
treatment an effective amount of a compound having the structure: 



H 




or a pharmaceutical^ acceptable salt thereof, wherein: 
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A is a direct bond, -(CH?y-, -(CH?yCH=CH(CH7y, or 

-(CH,\C= C(CHt>: 
Rj_is arvl. heteroarvl or heterocvcle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from 

R^ is -(CH ? ) feC(=0)R3; 
a is L 2, 3, 4, 5 or 6; 
and c are the same or different and at each occurrence independently 
selected from 0, 1, 2, 3 or 4; 
Rjjs at each occurrence independently halogen, hydroxy, carboxy, alkvU 
alkoxv, haloalkvl, acyloxv, thioalkvl, sulfinylalkyl, sulfonylalkyl, 
hvdroxvalkvl, arvl, substituted aryl, arylalkyl, substituted arylalkyl, 
heterocycle, substituted heterocycle, heterocyclealkyl, substituted 
heterocyclealkyl. -C(=Q)OR«, -C(=Q)R«. -C(=Q)NR«Rq, - 
C(=Q)NR « ORo, -SO z NRk Rq , -NR « SQ 2 R q, -CN. -NO9, -NRrRq, - 
NR*C(=Q)Rq, -NR s C^OKCH^ ORq , -NR « C(^Q)(CH 2 )^Rq. 
-Q(CH? )/ ,NR sRq , or heterocvcle fused to phenyl; 
Rs, R6 and R^are the same or different and at each occurrence independently 
alkyl, aryl, arylalkyl, heterocvcle or heterocyclealkyl, wherein each 
of Rs, R*_and R^are optionally substituted with one to four 
substituents independently selected from R^ ; and 
Rsand Roare the same or different and at each occurrence independently 
hydrogen, alkyl, aryl, arylalkyl, heterocvcle, or heterocyclealkyl, or Rajmd Retaken 
together with the atom or atoms to which they are bonded form a heterocycle, wherein each 
of R s , Rq, and R « and Rq taken together to form a heterocvcle are optionally substituted with 
one to four substituents independently selected from R^ . 

60. (Currently Amended) The A method of claim 50 wh e rein R^ 4s 
-4€£bkC( =Q)NRjJk> for treating cancer comprising administering to a patient in need of 
such treatment an effective amount of a compound having the structure: 
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H 




or a pharmaceuticallv acceptable salt thereof, wherein: 

A is a direct bond. -(CH 7 y. -(CH? ) /,CH=CH(CH ? y-, or 

-(CH^C^CfCH.l-: 
Ri js arvl. heteroarvl or heterocvcle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from 

R^is -(CH^(=0)NRsR*. 
a is 1. 2. 3, 4. 5 or 6; 

b and c are the same or different and at each occurrence independently 

selected from 0, 1. 2. 3 or 4; 
R^is at each occurrence independently halogen, hydroxy, carboxy, alkvl, 
alkoxv, haloalkvl, acvloxv, thioalkyl. sulfinvlalkyl, sulfonylalkyl, 
hvdroxvalkyl, aryl, substituted aryl, arylalkyl, substituted arylalkyl, 
heterocvcle, substituted heterocvcle. heterocvclealkvl, substituted 
heterocvclealkvl, -C(=Q)OR s . -C(=0)Ra. -C(=0)NRgR Q . 
-C(=Q)NRkORq. -SO^NR gRg . -NR « S0 2 Rq . -CN, -NO z . -NRsRq, 
-NR k C(=Q)Rq. -NR s C(=OXCH? ), ,ORq, -NR « C(=Q)(CH z )/,Rq, 
-Q(CH? )/ ,NRk R q, or heterocycle fused to phenyl; 
Rs, R^and R^are the same or different and at each occurrence independently 
hydrogen, alkvl, aryl, arylalkyl, heterocycle or heterocvclealkvl, 
wherein each of Rs. R* and R^are optionally substituted with one to 
four substituents independently selected from R^ ; and 
Rg^and R^are the same or different and at each occurrence independently 
hydrogen, alkvl. aryl. arylalkyl, heterocycle, or heterocvclealkvl, or R^and Retaken 
together with the atom or atoms to which thev are bonded form a heterocycle. wherein each 
of Rr. Rq, and R a and Rq taken together to form a heterocvcle are optionally substituted with 
one to four substituents independently selected from R3 . 
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61. (Currently Amended) The A method of claim 50 wher e in Ry 4s 
4€Ha4NR ^C( = Q)R6 for treating cancer comprising administering to a patient in need of 
such treatment an effective amount of a compound having the structure: 



Rjjs aryl, heteroarvl or heterocvcle fused to phenyl, each being optionally 
substituted with one to four substituents independently selected from 



is -(CH z ^NRsC(=Q)R,v 
a is L 2, 3, 4, 5 or 6; 

b and c are the same or different and at each occurrence independently 
selected from 0, 1, 2, 3 or 4; 

Rus at each occurrence independently halogen, hydroxy, carboxv, alkvl, 
alkoxy, haloalkvl, acvloxv, thioalkvl, sulfinylalkyl, sulfonylalkyl, 
hvdroxyalkyl, aryl, substituted aryl, arylalkyl, substituted arylalkyl, 
heterocvcle, substituted heterocvcle, heterocyclealkvl, substituted 
heterocvclealkvl, -C(=Q)ORg, ~C(=Q)R«, -C(=0)NRsRq, 
-C(=Q)NR « ORo, -SO^NR rRq , -NRkSO? Rq , -CN, -NO?, -NRsRq, 
-NR s C(=Q)Rq. -NR s C(=Q)(CH 2 ), ,ORq, ^NR«C(=QyCH z ^Ro, 
-OCCH^NRs R q, or heterocvcle fused to phenyl; 

Rs, R(s and R^are the same or different and at each occurrence independently 
hydrogen, alkvl, aryl, arylalkyl, heterocvcle or heterocyclealkvl, 
wherein each of Rs, R* and R^are optionally substituted with one to 
four substituents independently selected from R^ ; and 

R^and R^are the same or different and at each occurrence independently 



hydrogen, alkvl, aryl, arylalkyl, heterocvcle, or heterocyclealkvl, or R^and Rotaken 



H 




or a pharmaceuticallv acceptable salt thereof, wherein: 



A is a direct bond, -(CH 2 y , -(CH 2 )/ >CH=CH(CH 2 y , or 
-(CIW^ C(CH z y : 



R3; 
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together with the atom or atoms to which they are bonded form a heterocvcle, wherein each 
of R r « Rq, and R^and Rq taken together to form a heterocvcle are optionally substituted with 
one to four substituents independently selected from R^ . 



62-66. (Canceled) 

67. (Currently Amended) The A method of claim 63 wherein R4 -ts-3- 



triazolyl, optionally substituted at its 5 position with: 

(a) a C4 .-G 4 straight or branched chain alkyl group optionally substituted 
with a hydroxyl, m e thylamino, dimethylamino or 1 pyrrolidinyl group; or 

(b) a 2 pyrrolidinyl group 

for treating cancer comprising administering to a patient in need of such 
treatment an effective amount of a compound having the structure: 



Rns arvh heteroaryl or heterocvcle fused to phenyl, each being optionally 

substituted with one to four substituents independently selected from 



R2_is R*. 

a is 1. 2, 3, 4, 5 or 6; 

b and c are the same or different and at each occurrence independently 
selected from 0, 1, 2, 3 or 4: 

R^is at each occurrence independently halogen, hydroxy, carboxv, alkvh 
alkoxv, haloalkvl, acyloxy, thioalkvl, sulfinvlalkvh sulfonvlalkvU 
hydroxvalkvl. arvl, substituted arvl, arvlalkyl. substituted arylalkyl, 
heterocvcle, substituted heterocvcle, heterocyclealkvl, substituted 




or a pharmaceuticallv acceptable salt thereof, wherein: 



A is a direct bond, -(CH? ), ,-, -(CH? )/ ,CH=CH(CH?V-, or 
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heterocvclealkvl, -C(=Q)OR g , -C(=Q)R r , -C(=Q)NRrRq, 
-C(=Q)NR s ORq, -SO z NR aRQ . -NR s SO z Rq , -CN, -NO z , -NRkRq, 
-NR«C(=Q)Rq, >NR « C(=Q)(CH9 > )/, ORq. -NRgC(=Q)fCH z )iRQ. 
-Q(CH z )/ ,NR gR Q, or heterocvcle fused to phenyl; 
Rdis 3-triazolvl, optionally substituted at its 5-position with: 

(a) a C \ -C* straight or branched chain alkyl group optionally substituted 

with a hydroxy!, methvlamino, dimethvlamino or 1-pvrrolidinvl 
group; or 

(b) a 2-pyrrolidinyl group; 

Rs, R* and R^are the same or different and at each occurrence independently 
hydrogen, alkyl, arvl, arvlalkvl, heterocycle or heterocvclealkvl, 
wherein each of Rs, R^and R?_are optionally substituted with one to 
four substituents independently selected from R^ ; and 

R^and Ro^are the same or different and at each occurrence independently 



hydrogen, alkyl, aryl, arvlalkvl, heterocycle, or heterocvclealkvl, or R^and Retaken 
together with the atom or atoms to which they are bonded form a heterocycle, wherein each 
of R r , Rq, and R^and Rq taken together to form a heterocvcle are optionally substituted with 
one to four substituents independently selected from Ry 

68. (Currently Amended) The A method of claim 63 wher e in R4 4& 
tetrazole for treating cancer comprising administering to a patient in need of such treatment 
an effective amount of a compound having the structure: 



H 




or a pharmaceutical^ acceptable salt thereof, wherein: 



A is a direct bond, -(CH? ) g -, -(CH z )* CH=CH(CH z y, or 
-(CH, ) ,C= C(CH?V-; 



18 



NYJD: 1560369.2 



Rjjs aryl, heteroarvl or heterocvcle fused to phenyl, each being optionally 
substituted with one to four substituents independently selected from 

R2_ isIU 

a is L 2, 3. 4. 5 or 6; 

b and c are the same or different and at each occurrence independently 
selected from 0, 1, 2, 3 or 4; 

R/US at each occurrence independently halogen, hydroxy, carboxy, alkyl, 
alkoxy, haloalkyl, acyloxy, thioalkyl, sulfinvlalkyl, sulfonylalkyl, 
hydroxyalkyl, aryl, substituted aryl, arylalkyl, substituted arylalkyl, 
heterocvcle, substituted heterocycle, heterocyclealkyl, substituted 
heterocvclealkvl, -C(=Q)OR « , -C(=Q)Rs, -C(=Q)NR«Rq, 
-C(=Q)NR k ORq. -SO z NR «R q, -NR s SO^ R q, -CN. -NO z , -NR«Rq, 
-NR * C(=Q)Rq, -NR « C(=Q)(CH7 ) ^ORq, -NR r C(=0)(CH.)^Rq, 
-Q(CH? )/ ,NRr Rq , or heterocvcle fused to phenyl; 

R^is tetrazole or imidazole; 

Rs, R s and R^are the same or different and at each occurrence independently 
hydrogen, alkyl, aryl, arylalkyl, heterocycle or heterocyclealkyl, 
wherein each of Rs, R^and R^are optionally substituted with one to 
four substituents independently selected from R^ ; and 
Rg^and Roare the same or different and at each occurrence independently 
hydrogen, alkyl, aryl, arylalkyl, heterocycle, or heterocyclealkyl, or R^and Retaken 
together with the atom or atoms to which they are bonded form a heterocycle, wherein each 
of R r , Rq, and Rsand Rq taken together to form a heterocycle are optionally substituted with 
one to four substituents independently selected from R^ . 

69. (Currently Amended) The method of claim 6£ 68 wherein R4 is 

imidazole. 

70-74. (Canceled) 

75. (Currently Amended) The method of claim 22 39-41,47,48, 59-61, 
67 or 68 , wherein -A-Ri is phenyl, optionally substituted with one to four substituents 
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independently selected from halogen, alkoxy, -NR 8 C(=0)R 9 , -C(=0)NR 8 R9, and 
-0(CH 2 )frNR 8 R9, wherein b is 2 or 3. 



76. (Currently Amended) The method of claim 23 35 or 55 , wherein R2 
is -(CH 2 )*C(=0)NR 5 R6, -(CH 2 )*NR 5 C(=0)R 6 , 3-triazolyl or 5-tetrazolyl, wherein b is 0. 

77. (Currently Amended) The method of claim 32 76, wherein R 2 is 3- 
triazolyl or 5-tetrazolyl. 

78. (Currently Amended) The A method of claim 22, wh e r e in: 

(a) — A-Rj . is phenyl, optionally subGtituted with one to four substitu e nts 
indep e ndently sel e cted from halog e n, alkoxy, NR&C(=Q)R», C(=0)NR^R^t 
and CXCH^ ^NRgR g, wherein b is 2 or 3; and 

(bH^ L is (C^C( = 0)^m^ ^(€H 2 )^NR ^C(=Q)R4, 3 triazolyl or 5 
tetrazolyl, wherein b is 0 

for treating cancer comprising administering to a patient in need of such 
treatment an effective amount of a compound having the structure: 




or a pharmaceutical^ acceptable salt thereof, wherein: 

-A-Rj^ is phenyl, optionally substituted with one to four substituents 

independently selected from halogen, alkoxy, -NR « C(=Q)Rq, 

-C(=Q)NR8 R2, and -O^H^NR^ 
R^ is 3-triazolyl or 5-tetrazolvl 
a is 1, 2, 3, 4, 5 or 6; 
b is 2 or 3; 

c is at each occurrence 0, 1, 2, 3 or 4; 

RUs at each occurrence independently halogen, hydroxy, carboxv, alkyl, 
alkoxy, haloalkyl, acyloxv, thioalkvl, sulfinylalkyl, sulfonylalkyl, 
hvdroxvalkyl, aryl, substituted arvl, arvlalkvl, substituted arylalkvl. 
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heterocvcle, substituted heterocvcle, heterocyclealkvl, substituted 
heterocyclealkvl. -C(=Q)OR fi , -C(=Q)R s . -C(=Q)NR«Rq, - 
C(=Q)NR k ORq, -SChNR aRg , -NRkS0 2 Rq, -CN, -NO?, -NRsRq, - 
NR * C(=Q)Rq, -NR s C(=Q)(CH z ); ,ORq, -NR « Cf=Q)(CH ? )i,RQ, 
-Q(CH? ); ,NR rR q, or heterocvcle fused to phenyl; 

Rs, R^and R?_are the same or different and at each occurrence independently 
hydrogen, alkvl, aryl, arylalkvl, heterocycle or heterocyclealkvl, 
wherein each of Rs, R<s and R^are optionally substituted with one to 
four substituents independently selected from R^ ; and 

R^and Roare the same or different and at each occurrence independently 
hydrogen, alkvl, aryl. arylalkvl, heterocycle, or heterocyclealkvl, or 
R^and Retaken together with the atom or atoms to which they are 
bonded form a heterocvcle, wherein each of R a , Rq, and R « and Rq 
taken together to form a heterocvcle are optionally substituted with 
one to four substituents independently selected from R^. 

79. (Canceled) 

80. (Currently Amended) The method of claim 50 78, wherein -A-Ri is 
phenyl, optionally substituted with on e to four substitu e nts independ e ntly sel e ct e d from 
halogen, alkoxy, NR^C(=0)R», C(=0)NRaRjK-afHi -0(CH 2 )*NR 8 R9, wherein b is 2 or 3. 

81. (Currently Amended) The method of claim 50 78, wherein R 2 is 
-(€H2) ^C( = 0)NR^, (CH^)^NR^C(=0)R4t 3-triazolyl or 5 tetrazolyl , wherein b is 0. 

82. (Currently Amended) The method of claim 50 78, wherein R 2 is 3- 
triazolyl or 5-tetrazolyl. 

83-85. (Canceled) 

86. (Currently Amended) The method of claim 47 wherein R4 is 3^ 
triazolvl, optionally substituted at its 5-position with: methyl, n-propyl, isopropyl, 1- 
hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl, 1- 
(dimethylamino)ethyl, 1-pyrrolidinylmethyl or 2-pyrrolidinyl. 
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87. (Currently Amended) The method of claim 67 wherein R4 is 3^ 
triazolvh optionally substituted at its 5-position with: methyl, n-propyl, isopropyl, 1- 
hydroxyethyl, 3-hydroxypropyl, methylaminomethyl, dimethylaminomethyl, 1- 
(dimethylamino)ethyl, 1-pyrrolidinylmethyl or 2-pyrrolidinyl. 

88. (New) The method of claim 55, 59-61, 67, 68 and 78, 
wherein the cancer is a solid tumor. 

89. (New) The method of claim 55, 59-61, 67, 68 and 78, 
wherein the cancer is of the colon, rectum, prostate, liver, lung, bronchus, pancreas, brain, 
head, neck, stomach, skin, kidney, cervix, blood, larynx, esophagus, mouth, pharynx, 
urinary bladder, ovary or uterine. 

90. (New) The method of claim 89, wherein the cancer is of the 

lung. 
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